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Dockets Management Branch
Food and Drug Administration
Room 1061

5630 Fishers Lane

Rockville, MD 20857

Docket Number 99P-2247/CP1
Dear Sir/Madam:

Mikart, Incorporated respectfully submits the enclosed additional material, in quadruplicate, for your
review and consideration.

This additional material for review and consideration is warranted due to the inadvertent omission
of the How Supplied section from the reference listed drug labeling in the side by side comparison;
therefore, a revised side by side comparison and explanation have been submitted.

If you have any questions conceming this petition, please contact me at the number and/or address
below.
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Cerie B. McDonald
President
Mikart, Incorporated
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SIDE BY SIDE INSERT COMPARISON

REFERENCE

PROPOSED _

PROPOXYPHENE NAPSYLATE AND ACETAMINQPHEN ‘

TABLETS/CAPSULES USP

(100 MG/325 MG)
Crv

—{! )
! PV 1517 AMP |
DARVOCET-N" 50
and @

DARVOCET-N® 100

PROPOXYPHENE NAPSYLATE AND
ACETAMINOPHEN TABLETS, usp

OESCRIPTION

'?BH'II'PNO 'Propaxyphicne Napsyiate. USP) 1x an odnrisss,
white crystalline powder with a hitter taste 1t 1« vory dightiv «ol.
uble in water and sobibic in methanal. rthanad, chioroforn., and
seetone Chemically, it is S, IR-a-]2- Dimathylnming. 1 -
methytethyll-a-phenyiphenethvl propionate compound with
2-naphthalenesuifonic ~eid t1: 14 munahydrate. which can be rmp-
r L ,: hy the ving <tructurnl formula, [ta moleculnr
weight is 565.72.
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Propoxyphene napsviate differs from prpoxvphene hyvdrochlo-
nide 10 that it atlows nore stable liguid doxage forms nnd (ablet
farmutations. Jecause of differences 1n moiscylar weight, a dose
of 100 my (1768 pmols of propoxvyphene napsviate « required to
aupply nr”nmnum of propoxvphene cquivalent 1o that oresent in

. o y - .
Fach tablet of Darvocet-N 30 contamns 30 my SR} ymnit
prupnxvphene napaviate and 325 g 2,150 umali acetanunoplen.
Each tablet of Darvacst-N 100 contaias 100 mg ' 176.8 umolt
ropuxyphene napaviate and 8540 me 32100 pmafi aeetammnphe

Not. B, magnestum <«teaente. steane acid, ttanum dinxide, and
other inactive ingrvdicnta
CLINICAL PHARMACOLOGY
Propoxyohene is o centrally acting nareotic “nalgesic agent.

Equimaiar <oses of propnxyphene hvdechlurede ne napsylate peee

vile <imilar piasma concentrations Folowing adanm steation of

A5, 110, ar 195 mg ol propoxsphene hydrochlonde, the hivaviatahil-

ity of prmpoxyphence is equivaient t thar of 100, 200, .

respectively af propoxyphene napsviate. Peak plasm

tions uf propaxvphene aev reached in 2 (o 2 172 ours. Ater o

100-mg orai Jow of propaxvphene napavlate, penk piasma eveis of

0.05 to 1.1 pg/ml are achieved. As <nown in Figuee 1. the nupas-

late <nit tends (o be absurbed more slowiy than the hvdrchlomde

At oF amar chernpentic dpves. this absorption difference s small

when compared with that among subjeets and among dosse.

Figure 1. Mean plasma enncentrations of prepaeyphenc in 3 humnn sub-
jects tollawing aral admimstration of 55 amd 1380 g of the
hviitachlonde sait and 10 and 200 my i the rapaviawe <alt and n
7 aven 195 mg -f Lhe hvdechinnde and 00 mg of the napuviate
anlt ’
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Because of thix several hundredfold difference m <olubility, the
absarption rate of very large doses of thr papsviate salt s «igniti-
cantly lower than that of equimolar desrs ot the hyrirnchloridn.

Repeated doses of propoxyphene at 6-liour intervala lead tn
incrensing plasma concentrations. with a plateau niter the minth
dome at 48 hours

Propoxyphenc is metabolized 1n the liver to yield nar-
propoxvphene. Propoxyphene has n hailf-life uf 6 to 12 hours.
wherena that of nurpropoxvphene 1s 40 tn .36 hours

Norpropaxyphene has substuntiallv lese centraj-nervous-ava-
tem-depressant effect than propoxypbene hut 1 greater tocal
anesthetic effect. which is similar to that of amutriptvliine and
anharrhythmc agents, such as lidocnine 1nd quinidine.

In animal tudies in which propuxvphene and norpmpoxvphense
~eye conti ly infuised in inrre mirncardiac condie-
tion time ‘PR and QRS intervais) was pmionged. Anv ntracar-
diae conduction detay attrit b hagh ations of nor-
propoxvphene may be of relatively long durntion.

achi GiRlet Alsa containa ambertite, collulose, F O & O Yellow

Rev. 08/99 J__@

DESCRIPTION
(Propoxyphene Napsylate and Acetaminophen) is supplied in tablet or capsule torm for oral
administration,

Each tablevcapsuie contains:

Propoxyphene Napsylate USP
Acetaminophen USP ... ... e

Active [ngredients:  Propoxyphene Napsylate and Acetaminophen
[nacuve Ingredients: Amberlite, Cellulose, F D & C Yeilow #6, Magnesium Stearate, and Stearic
Acid.

Propoxyphene Napsylate USP is an odorless, white crystailine powder with a bitter taste. [t is very
slightly soluble in water and soluble in methanol, ethanol, chloroform, and acetone. Chemicaily, it
is (25! A)-a-[24 Dimethylamino)-  -methylethy!]-a-phenylphenethyl propionate compound with 2-
napthalenesulfonic acid (1:1) monohydrate, which can be represented by the accompanying
strucrural formuia.
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C;H\WNO,+C H,0,S+H,0 MW, = 56572
Propoxyphene Napsylate differs from propoxyphene hydrochloride in that it allows more stable
liquid dosage forms and tablet formulanons. Because of differences in molecular weight, 3 dose of
50mg (88.4 .mol) of propoxyphene napsylate is required to supply an amount of propoxyphene
equivalent 10 that present in 32.5 mg (86.5wmol) of propoxyphene hydrochioride.

A hen (4'-hydroxy lide), a slightly bitter, white, odorless, crystaline powder, is

P

non-opate, non-salicylate anaigesic and antipyretic. It has the following structural formuia:

e

C,H.NO, MW =151.17

CLINICAL PHARMACOLOGY

Propoxyphene is a centraily acung narcotic agent. Equimofar doses of propoxyphene
hydrochlonde or napsylate provide similar plasma concentrations. Following administration of
65,130, or 195 mg of propoxyphene hydrochlonde. the bioavailability of propaxyphene 1s equivalent
to that of 100, 200, or 300 mg respectively of propoxyphene napsylate. Peak plasma concentranons
of propoxyphene ure reached in 2 to 2 [2 hours. Atter 3 [00-mg oral dose i propoxvphene
napsylate, peak plasma !evels of 0.05 w0 0.1 <gmL are ichieved. As shown in Figure 1, the
napsylate sait tends to be absorbed more slowly than the hydrochloride. At or near therapeuuc
doses, this absorption difference is small when compared with that among subjects and among doses.

“

Mean plasma concentrations of propoxyphene in $ human subjects
followmy oral adrministration of 63 and 130 mg of the hydrochlonde
sait and 100 and 200 mg of the napsyiate salt and in 7 given 195 mg
of the hydrochloride and 200 mg of the napsyiate sait.

q

Figure |
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Because of this several hundredfold difference in solubility, the absarption rate of very large doses
of the napsyiate salt is significantly lower than that of equimolar doses of the hydrochloride.

Repeated Joses of propoxyphene at 6-hour intervals lead to increasing plasma concentrations with
a plateau reached aster the ninth dose at 48 hours.

Propoxyphene is metabolized in the liver to yield norpropoxyphene. Propoxyphene has a half-life
of' 6 to 12 hours, whereas that of norpropoxyphene is 30 to 36 hours.

Norpropoxyphene has substantially less central-nervous-system-depressant effect than propoxyphene
but a greater [ocal anesthetic effect, which is similar to that of amimptyline and antiarthythmic
agents, such as lidocaine and quinidine.

[n animal studies in which propoxyphenc and norpropoxyphene were continuously infused in large
intracardi d time (PR and QRS intervais) was prolonged. Any i rdi
d delay anributable to high aons of norpropoxyphene may be of relatively long
duration. .




SIDE BY SIDE INSERT COMPARISON

REFERENCE

ACTIONS
Propoxypliene is a mild narcotic nnaigesic structurally related

wo thirds to equal that of coddeine. _’___r__,_—-——‘_
 Darvocet N 30 and Darveel-v TO0R5TGvidde the anaigesic aetivity

ol propoXypie yTRE™S 1pyretic-analgesic activity of
acetaminophen.

The combinntion of propaxyphene and acrtaminaphen pmdinces
greater anatgesin than that pridduced by either pmpoxvphene or
ace I dmi d alone.

PROPOSED

ACTIONS

Propoxyphene is 2 mild narcotic anaigesic squcturaily related 10 methadone. The potency of

propoxyphene napsylate is from two thirds to equal that of codeine.

to methadone. The potency of propoxyphene napsviate is fﬂl_l—__,_—-—-—
t ird

JThese productsffre indicated for the relief of mild to moderate
pain. either when pain is present alone or when it is accompamed
by fever,

CONTRAINDICATIONS

Hypersensitivity te propoxyphens or acetaminophen.

WARNINGS ,

* Do not prescribe propoxyphene for patients who are
sulcidal or addiction-prone. .

* Prescribe propoxyphene with caution for patients
taking tranquilizers or antidepressant drugs and
path wha use sicohol in

= Teil your p not io d the ¢
dose and ta limit their intake of aicohol.

Propoxyphene products in excessive doses, cither alone
or in combination with other CNS depressants, including
aienhol. are a1 major cause of drug-related deaths. Fatali-
ties within the first hour of nverdosage are nat uncom.
mon. In a survey of deaths due to sverdnsage condocted
in 1975, in npproximately 2% of the fatal cnsen, death
occurred within the first hour 15% occurred within 15
minutes). Propoxyphene should not he taken in doses
higher than those recommended hy the physician. The
judicious prescribing of propoxvphene is essential to the
sale ure of this drug. With patients who are depressed or
suicidni, consideration shouid be given to the use of non-
narcotic analgeses. Patients <hould be cautioned about
the concomitant use of propoxyphene prodycts and alen-
hol because of potentially serinns ONS-additive effecta of
these agents. Because of its added depressant effects,
propoxvphene should be preseribed with caution for those
patients whose medicni condition requires the conenmi-
tant administration of tedatives. tranquilizers, muscle
relaxants, antidepressants. or ather CNS-depressant
irugs. Patients should he rdvised of the addiuve deprea.
sant effects of thexe cnmbinations.

Many of the propoxyphene-related deaths have
occurved in patients with previsus histories of emotional
disturbances or suicidai ideation nr attempts as weil 19
histories of misure of tranquilizers, aleohoi, 1nd other
CNS-active drugs. Some deaths have nccurred as a cnnss
nuernce of the acaidental ingeation of sxcrssive guantities
of propaxyphene alone or in combination with sther
drugs. Patients taking prmpnxvphene should be wamed
not to exceed the dosage recnmmended by the physician.

Drug Dependence—Propoxvphene, when taken in higher-than-
recommended domes over long pertods of time, can produce deug
dependence characterized by pxychic dependence and. Irsa fre-
quently, physicai dependence and tolerance. Propoayphene will
anly partially suppress Lhe withdrmwnl svndrome in individuals
physicaily dependent on morphine ar ather narcoties. The ahuse
liabitity of propoxyphene is qualitativeiv «imilar to that of cndeine
althaugh quantitatively less, and propoxyphene should he pre-
seribed with the same degree of caution appropriate to the use of
codeine,

{Jeage 0 Ambulatary Pationts—Propaxyphene may impair the
mental and/or physical abilities requirad for the peqormance of
potentiaily hazardous tagks. such as Ariving a car or aperntag
machinery. The patient should be cautoned ceordinely

PRECAUTIONS

fGeneral —Propoxyphene should e administered with caution e
patients with hepatic or reusal impairment <ince higher <erum
cancentratinns or delaved elimination mov nceur.

Drug Interactions—The CNS-depressint «(fect of propoxyphene
is ndditive with that of ather NS depre -sante. inchiding adenhd.

An in the case with many medicinal agents. propovyphene may
slow the metabolism of 1 concnmitantly admimistered deue.
Should this vecur. the higher =erum concentrations of thae dma
mny result in increased pharmacologic or adverse offects of that
drug. Such octurrences have heen reported when pmpscyplwne
wns administersd to patients on antidepressanta, anticonvui-
sonts. ar warfann-like drugs. Severe neurniogic sign. including
coma. have octurred with ¢nncurrent use of carbamnzepine.

Urage 11 Prognancy—Sate uye in pregnancy has not been satab-
lished relative to possible adverse cifects vn fetal deveiopment.
Instances of withdrawal symptoms in the nenaate have heen
reported foilowing usage during pregnancy. Therefore.
propoxyphene should not be nzed in pregnant wimen nnless. in the
judgment of the physician, the potentiai benefits nutweigh the pow-
sible hazards,

Usmge in Nursing Mothprs—Low leveln of propuxyphene have
been detected in human milk. [n pestpartun studies involving
nursing mothers who were given propuxvphene, no adverse
aifects were noted in infants receiving mother's mitk. .

Usage in Pediatrie Matrenta—Satety and effectiveness in pedi-
atric patients have not been established. .

Usaye 1n the Elderiv—The rate of propoxyphene metabolism
may he reducetd 1n some patients. Incrensed dosing interval
should be considered. .

A Patient [nformation Sheet is available for this product. See
text following “How Supplied” ection helow

ADVERSE REACTIONS

fn 1 survey conducted in hospitalized patients. less than 175 of
patients taking propoxyphene hydrachloride at recommended
dpsen experienced side oiTects. The mont frequently reported were
dizzinesa, <edatinn, nausen. and vomiting. Some of these adverse
renctions may be alleviated if the patient liew down. )

Other adverse reactions includ i bd pam.
<kin rashes. lightheadednens, headache, weakness, cuphoria.
dvaphoria. hatlucinations, and minor visual disturbances

down, Other adverse 1

by either propoxyphene or acetaminophen administered alone.

DI

orwhen 1t 1s accompanied by fever.

CONTRAINDICATIONS
Hypersensitivity 10 propoxyphene or acetaminoohen
WARNINGS
L4 Do not prescribe propoxyphene for patients who are suicidal or addiction-
prone.
* Prescribe propoxyphene with caution for patients taking tranquilizers or
antidepressant drugs and patients who use aicohol ia excess.
* Tell your patients not to exceed the recommended dose and to limit their intake
of alcotol.
Propoxyphene products, in excessive doses. either alone or in combination with other CNS
dep including alcohol, are 2 major cause of drug related deaths. Fatalities within the

first hour of overdosage are not uncommon. [n a survey of deaths due to overdosage
conducted in 1975, approximately 20% of the faral cases. Jeath occurred within the first hour
{5% occurred within |5 minutes). Propoxyphene shouid not be taken in doses higher than
those recommended by the physician. The judicious prescribing of propoxyphene is
essential 1o the safe use of this drug. With patiemts who are depressed or suicidai,
consideration should be given to the use of non-narcotic analgesics. Pauents should be
cautioned about the concomitant use of propoxvphene products and 1lcohol because or]
potentiaily serious CNS-additive effects of these agents. Because of its added depressant
etfects, propoxyphene should be prescnibed with caution {or those patients whose medical
condition requires the concomitant admunistration of sedatives, Tanquilizers, muscie
relaxants, antidepressants, or other CNS-depressant drugs. Patients should be advised of the
additive depressant atfects of these combinations.

Many of the propoxyphene-refated deaths have occurred in patients with previous histories
of emotional disturbances or suicidal ideation or attempts as well s histories of misuse of]
tranquilizers, alcohol, and other CNS-acnive drugs. Some Jeaths have occurred as 2
consequence of the accidental ingestion of excessive quantities of propoxyphene alone or 1n
combination with other drugs. Patients taking propoxyphene shouid be warned not o exceed

the dosage recommended by the phvsician.
Drug Dependence

: Propcx)_r%hcne Napsylate and A inophen Tablets/Capsulesiprovide the analgesic activity of
pPropoxyphene napsylale and the anlipyrenic-analgesic aclivity of acetaminophen.

The combination of propoxyphene and acetaminophen produces greater analgesia than that produced

This productfis indicated for the relief of mild to moderate pain, sither when pain is present alone

Propoxyphene. when taken in higher-than-recommended doses over long periods of time can
produce drug dependence characterized by psychic depend ind less freq vy physical
dependence and tolerance. Propoxyphene will only partially suppress the withdrawal syndrome in
individuals physically dependent on morphine or other narcotics. The abuse liability of
propoxvphene 1s quantitatively less, and propoxyphene should be prescribed with the same degree

of caution appropriate to the use of codeine.

Usage in Ambulatory Patients

Propoxyphene may impair the mental and’or physical abilities required for the performance of

potennally hazardous tasks. such as driving a car or operating machinery. The patient should be

cauttoned accordingly

PRECAUTIONS
General

Propoxyphene should be administered with caution to patients with hepatc or renal impairment

since higher serum concerntrauons or defayed elimmanon may oceur.

Drug Interacrions

The CNS-depressant =iTect of propoxyphene is additive with thai of other CNS depressants,

including aicohol. As in the case with many medicinal agents. propoxyphene may slow the
metabolism of 1 concomitantly admunistered Jrug. Should this occur, the higher serum
concentrations of that drug may result in increased pharmacologic or adverse effects of that drug.
Such occurrences have been reported when propoxyphene was administered 0 patients on
antidepressants. anticonvulants, or wartarin-like drugs. Severe neurotogic signs. including coma,

have occurred wath concurrent use of carbamazepine.

Usage in Pregnancy

Sare use of propoxvphene in pregnancy has not been established relative to possible adverse effects
on fetal Jevelopment. Instances of withdrawal svmptoms in the neonute have been reported

followng usage during pregnancy. Therefore. propoxyphene shouid not be used in pregnant women

uniess, in the judgment ot the physician, the potential benefits ourwergh the possible hazards.

Usage in Nursing Mothers

Low levels of propoxyphene have been detected in human milk. [n posiparum swudies involving
aursing mothers who where yiven propoxyphene. no adverse effects where noted in infants recetving

mother's milk.

Usage in Pediatric Patients
Sartery and effectiveness in pediatric panents have not been established.

Usage in the Elderly

The rate of propoxyphene metabolism may be reduced in some patients. Increase dosing interval

should be considered.

A Parient Information Sheet is available for this product. See the text following HOW SUPPLIED

section bejow.

ADVERSE REACTIONS

In a survey conducted in hospitalized patients, 'ess than 1% of patients taking propaxyphene at
recommended Joses cxpenenced side atfects. The most frequentiy reported vere Jizziness,
sedation, nausea. .nd vomiting. Some of these adverse reacuions may be alleviated i the patient lies
ions include constip od | pain, skin rashes, lightheadedness,

headache, weakness. cuphona, Jdvsphona, haflucinanons und minor visuai Jisturbances,



SIDE BY SIDE INSERT COMPARISON
REFERENCE PROPOSED

Liver dvafunction hns been reported in assaciation with beih Liver dysfuncuon has been reported in association with bath active components of Propoxyphene

detive evmponentx of Darvocet-N S0 amd Darveeet N To0 " [ D, $50C ;
Propoxyphene thernpy has heen assnciated with abnormni liver Napsylate and A TabletsiCap Propaxyphenc therapy has been rated with

function tests and. mare rarelv. with instances of reversible jaun- abnormal !iver function tests and. more rarely, with instances of reversible jaundice (including
dice tincluding chni ic dice). [{epatic necroms may resuit cholestatic jaundice). Hepatic necrosis may result from acute overdose of acetaminophen (see
rl""’" -"‘:“lw 0:”“‘?" ';:' tam h " ‘T “b” e‘(‘{ ”"'I'" Management of Overdosage). In chronic cthanol abusers, this has been reported rarely with short-
dosage!. in chronic ethanni abusers. this has n reported rarelv F RN et
with short-term use of acetaminophen dosnges of 2.5 tn 10 giday. term use of acetaminophen dosages of 2.5 to 10 yday. Fauwlities have occurred.
Fatalities have occurred. .

Renal papillary necrosis may result from chronic Renal papillary necrosis may resuit chronic acetaminophen use, panicularly when the dosage 1s
acetaminophen use, particularly when the dosage is greater than greater than recommended and when combined with aspinn.

recommended and when combined with aspirin.
Subacute painful nyopathy has ocrurred following chronic

Propoxyphenv averdonngs. Subacute painful myopathy has occurred following chronic propoxyphene overdosage.
A

& \h'h ND ADMINISTRATION
. n:éegnfornun  payeper ey e p—— Jous 0 is product is given orallv] The usual dosage is 100 mg propoxyphene napsylate andjmmz_m‘,l

pmpoxyphene napviate is 600 mg per day. d done of acctaminophen jevery Jﬁ'ﬁurs as needed for pam.  The maximum recommended dose of
Cansideration zhould he given ta a reduced total dailv esage in propoxyphene napsylate is 600 mg per day. Consideration should be given to a reduced total daily
patients with hepatic ne renal impairment. dosage in patients with renal impairment.
MANAGEMENT OF OVERDOSAGE
In ail cases of <uspected overdosage. cril your regional Pavson

Control (‘enter to obtnin the moat up-tn-late information ‘h":iu MANAGEMENT OF OVERDOSAGE
the treatment nf averdase. This recommendation is made In ail cases o verdo: our re i i
becnuse, in general, information regarding the treatment of nver- s f suspected o sage, call }“ gional Poison Control CJcmg' u_) obtain dﬂ‘ most up-
dornge may change more rapidly than do package inserts. to-date informanon about the treatment of overdose. Thus recor on is made, b . in
Initial consideration shoukl be given to the management of the general, information regarding the treatment of overdosage may change more apidly than Jdo
CN8 effects of propoxvphene overd R itative s package inserts. Initial consideration shouid be given to the management of the CNS etfects of
shauld be initiated promptiy. ropoxyphene overdosage. Resuscitative measures should be initiated promptly
Symptoms of Propaxvphene Overdosage—The manifestations of Ppropoxypl ge. Res ed promptly.
acute overdonage with propoxyphene are those of narcotic over-
domnge. The patisnt is usuaily somnalent but mny be <tuprmus or Symptoms of Propoxyphene Overdosage
comatnee and convulsing, Respirtory depression is characteriste. The mani festations of acute overdosage with propoxvphene are those of narcotic overdosage. The
The ventilytors rate andjor Lidal volume is decreased. which patient s usually somnolent but may be stporous or comatose and convulsing. Respiratory

g : . ils. initially pinpomnt, may ' ) " r
lr::::e Idnil;{:g':u“hav';x?: '323:1:::""I~'he'3$.'§:5k21 :'e!mrnlmn depression is characteristic. The ventlatory rate and/or tidal volume is decreased., which results in

arl apnen may accur. Blood preseure and heart rte are usually cyanosis and hypoxia. Pupils. initially pinpoint, may become dilated as hypoxia increases. Cheyne-
normai initially, hut blood pressure fails and cardiac performance Stokes respiration ind apnea may occur. Blood pressure and heart raze are usually normal initially,
deteriorates, which ultimately resuits in pulmonary edema nd cir- hut blood oressure fails and cardisc performance Jeteriorates. which ultimately resuits in puimonary
culstory collapre. uniess the respiratory -lepression i corrocted sdema und :irculatory collapse. uniess the respiratory depression is corrected and adequate

and ndequate ventilaunn is restored promptly. Cardinc arthyth- and. s
;mn n::} ennduction delm‘v may he pr[!)sentp. A combined respira- venulation is restored prompily. Cardiac arrhythmias and conducnon delay may be present. A

tory-metabolic acidonis accurs owing to retnined ("0 hypercip- combined respiratory-metabaiic acidosis occurs owing ta retained CO, hvpercapnia) and to lactic
nin) and ro lactic acid formed -luring -}ﬂﬂrf""": f';fciv:::" acid formed Juring anaerabic glycolysis. Acidosis may be severe if large amounts of saticylates
Acidosis may he savere if large nmounts of salicylates have als have also been ingested. Death may occur.

been (ngested. Death mav necur
Treatment of Propatvphene Overdnsage—Attention should he

directed firat tn retablishing 7 patent arway and !a restorng Treatment of Propaxyphene Overdosage

ventilation .\;:chamcr::jlv .\s;:smluvemilaunn. with "'li‘;;:\t"f"l\':vt Attention should be directed first to establishing a patent airway and to restoring ventilation.
HXVEeT. MAY required, and poeitive pressure respim ¥ hanical . s . w Loxy v

he desirable «f pulmonare edemn is present. The narcatic 1ntago- Mechanicaily assisted ventilation, with or without axygen, may be required, and positive pressure
nist natoxone will markedly reduce the degree uf respiratory respiration may be desirable :f pulmonary edema is present. The narcotic antagonist naloxone will
depression. and 0.} to 2 mg <hould he admimstersd promptlv. markedly reduce the degree of respiratory depresston. and 0.4 to 2 mg should be administered
preterabiy intravenously. If the desired degree "fhf"ll"ed’-e"ﬂf'i"‘" promply, preferably inmravenously. If the desired degree of counteraction with improvement in
with improvement in respiratory functiona is nat ohtained, na 0% respiratory functions is not obtained, nal should be repeated at 2- to 3-minute intervals. The
nne shnuid be repeated at 2- to 3-minute ntervals. The duration . A o bref. If od after 10 £ nal

of action of the antagonist may be brief. If no response is observed duraion of action of the antagonist may bebnef. [fno response is observed a 0 mg ot naloxone
after 1D mg »f noloxone have heen administered, the diagnusie of have been administrated, the diagnosis of propoxyphene toxicity should be questioned. Naioxone
propoxyphene tuxicity <hould he questivned. Nnioxone may alse may also be administrated by continuous intravenous infusion.

be administared by continunuy inteavenoux infusn. .
Treatment of Propoxvphene OQverdorage in Prdiatric

Patients—The usual initial dosa of nalnxone in pulintric patients 14 Treatment of Propoxyphene Overdosage in Pediatric Patients

0.01 ingkg body weight given intravennaly. [F this dose does not The usual initial dose of naloxone in pediatric patiemts is 0.01 mgkg hody weight jiven
resuit in the desired degree of clinil imprvement. @ <ubsequent intravenously. If this dose does not result in the desired Jdegree of ¢limical :mprovement, a
increased dose of 01 mgikg body weight mav he adminiatered. [f subsequent increased Jose of 0.1 mg/kg body weight may be administered. !f an [V route of
an [V route of administration 1« not available, naloxone may e d 8 < ered. L [V ol

wdminiatersd TM or subcutanensusiv in divided dnses. [f neceesary, administration 1s not avatlable, naloxone may be ed IM or subc y in divided

naloxane can be diluted with Steriie Water for Injection. doses. [f necessary, naloxone can be diluted with Stenle Water for [njection.

Blond zases, pH. nd slectrotvtes hould he momtored 1n

arder that acidosie and any electeniyte disturbance v,\rm:\ll lm\l.\’ Blood gases. pH. and clectrolytes should be monitored :in order that icidosis and any electrolvte
he corrected promptly Acidosis, hypoxa. and generalized CAF disrurbance present may be cotrected promptly. Acidosis. hypoxia, and generalized CNS depression
- l.o) predispose to the development of cardiac arrhythmias. Ventricular tfibnilanon or cardiac arrest may

€8 Ly snd Comoary. 1972 '998 oceur ang ate the full complement of cardiopulmonary resuscitation (CPR) measures.
Respiratory acidosis rapidly subsides as venulation is restored and hypercapma eliminated. but lactie

acidosis may require intravenous bicarbonate for prompt correction,

DARVOCET-N® 50 and DARVOCET-N® 100 '
(Propoxyphene Napsyiate and ] A Electrocardiographic monitoring :s essential. Prompt correction of hypoxia, acidosis. and electrolyte
Acetaminaphen Tablets, USP) disturbance i when present) will help prevent these cardiac complications and will increase the

etfectiveness of agents administered 1o restore normal cardiac function.

drpression predispose to the pment of cardiac arrbythmias.
Ventricular fiboitlation or cardiac arrest mav sccur and necessi-
rate the full complement of cnrdivpuimonary resuscitation (CPR) {n addition o the use of a narcoric antagonist. the patient may require careful titration with an
neasures. Respiratory acidvsis mpidly subsides as ventilation is anuconvuisant to contro} convulsions. Analeptic druys i for cxample, :affeine or amphetamine)

rostored and hypercapma eliminated, hut lactic acidosis may
remquire intravenius bienrbonate for prompt correction
Flectrocardiographic monitonng is rasentini. Prompt cormetion

should not be used because of their tendency 1o precipitate convalsions.

of hypoxia, 10dosts. and olectrolvte disturhance iwhen present) General supportive measures. tn addition 10 oxygen include, when necessary, intravenous (luids.
"hI" lf‘;lplprt’vmt rthe?'e rardiac complicationa and will ;'“‘"‘""E vasopressor-inotropic compounds, and. when infection is likety. anti-mntective agents. Gastnic
'l;":c';i::“""“"‘” of agents administered Lo restore normal cartine 1avage may be useful. and uctivated charcoal can udsorb 4 sigmilicant umount of ingested

In addition to the se of A narestic antagonist. the patient propoxyphene. Duaivsis is of little vaiue in poisoning due to propox:phene. Ef.'fons should be made
mayv require carefitl titration with an anticonviizant o eontrol to Jetermine whether other agents. such as alcohol. barbrurares. tranquilizers. or other CNS
canvulsions. Analeptic drugs for example. catfcine »r depressants, were also ingested, since these increase CNS Jepression as well as cause specific toxic
amphetamine! should not he used because »f their tendency to effects,

precipitate convalsions
Cenernl supportive mensures, in addition o oxvren, incinde,

when necrusary. intravenous linds, vasapressor-inotropic com- Symp of A inophen Overdosage
pounds. and. when infection is likely, anti-infective agents Gaatric Shontly after oral ingestion of an overdose of acetaminophen and for the 24 hours. anorexia. nausea.
favge may he useful. And aetivated chareoal can adsorb a Aigmii- vomiung, diaphoresis, generai malaise and sbdominal pain have been noted. The patient may then
cant amount of ingested propoxvphene. Dialysia is ot littie value in “liver dstuncti bec ant up to T2 hours after
powsoning due w propnxyphene. Efforts <houid be made to deter- present no symploms, but evidence of liver dysfunction may become apparent up o 72 o
mine whether other ngents, such an alenhot. harbiturates. tranquii- ingestion, with elevated serum transaminase and lactic dehydrogenase levels. an increase (n serum
imere. or (":\hq" NS 'fﬂpm‘"\":!- were also lr‘\_znslvd. ~;_nc= these bilirubin concentrations, and a prolonged prothrombin tme. Death from heparic failure may resuit
increase (NS depresmon as weil as rause s ic tnxic etfcta, b

Svmptoms of ?\r;rmminophm Ol'rrdmry::'—ﬁhnrrly after neal 310 7 days afer overdosage.
ingestion of an overdnse o acetaminnphen and for the next 24 Acute renal failure may accompany the hepatic dysfunction and has been noted in patients who do
hours, anorexia, nnusen. womiting, diapharesis, zeneral maiaise. not exhibit signs of fulminant hepatic failure. Typrcaily, renal impairment is more apparent 6 to 9

and abhdominni pain have heen noted. The pauent may ‘hen pre.
sent no symptoma, but ~vidence of liver dvafunction may hecnme
apparent up tn 72 hours after ingestion, with elevated <ernm
transaminase and lactic dehydmeenase levais. an increane n
serum biliruhin concentrations, and a prolonged prothrombin time.,
Death lrom hegatic fatlure may result 1 to 7 days after nverdusace.

Acute renal failure may accompany the hepatic dystunction and
he~ beea n3ced in patients whe de not exhibit suena of fulminant
hiepatic faiture. Tvpicaily, renal impnirment 1a more apparent R 10
9 days alter ingestion nf the overdose.

days after ingesnon of the overdose.
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Tr-e_atmenc of Ac phen (verdosoge—A t n
massive overdosage may rause hepatic toxicity in some patients.
in all cases of suspected werdome, immediatelv cail vour regional
poison cenler or the Rocky Mountmin Potson Center's toll free
u}umb_er 1800-525-8115) for asmistance in dingnosis and for dirve-
Lions in the une of N-acetvicvateine ar an antidote.

In aduita, hepatic toxicity has rarely heen reported with acute
overdoses of less than 10 g and fatalities with less than 15 &
Importantly. ynuny children seem Lo be mors resiatant than
:ldult_s to (hr hepnatotoxic effect of an acetaminaphen sverdore,
”mqul;- IO:H.-. t:; menaures nutlined below <howld e imitinted in
any adult or intric patients suapected o :
Rectaminophen nvprdme!, pected of having ingested n

Becauae clinical and laboratory evidence of hepatic thxicity mav
not be apparent until 18 to 72 hours postingestion, liver funchon
studies shouid be obtained initiaily and repented at 24-hour
mtervals,

_Uonsider emptying the stomach promptly by lavage or by induc.
tion of emesis with syrup of ipsene Datienta’ ssumates of Le quan-
tity of i drug ingestad are notonnusly unreliabie, Therefore. (f an
acetaminophen averdone s suspected, i serum ucctaminophen
amssay should be nbtained as early as poasible, hut no sonner than
4 hours following ingestion. The antidote, N-acetylcysteine, should
be administersd aa early as porsible, and within 16 hours of the
overdose ingestion {or optimai resuits. Following reenvery. there
are no residual, structural, or functinnal hepatic abnormalities.

ANIMAL TOXICOLOGY

Thie acute lethal doses of the hydrchlonde and napaylate saits
of propoxyphene were determined in 4 species. The results shown
n Figure 2 indicate that. on a molar basis. the napsylate <nit 1=
lers toxic than the hydrochlorde. This may be due Lo the relative
insoiubility and retarded absorption of propoxypiiene napsyiate.

Foure 2
e MCUTE ORM, TD0CITY OF PROPOXYPUENE
LDy vrvemvhey
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Suime indication of the relative insolumlity and retarded
ahsorption of propoxvphene nopayiate was obtained bv measunng
plasma propaxyphene leveis in 2 groups of 4 dogs foilowing 1ral

d istration of eq far doses of the 2 zalts. As shown n ¥ig-
ure 3. the peak plasina concentration observed with
propoxyphene hydruchlonde wan much higher thaun rhat shtamed
Alter administration of Lhe nuapsylate arit.

Although none of the animais in this experiment died, 3 of the 4
dogs given propoxyphene hydrochloride exhibited convulsive
seizurea during the time interval correspanding tn the perk plas-
ma leveis. The 4 animain receiving the napaviate salt were mildly
ataxic but not acutely ilt.

'Frigun J. Masma propoxvphene concentrations in doge follow-
ing large doses of the hydrochloride and napsvlate saits.

Figure 3
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Darvocet-N® Tablets (No. 1890) are
The 50 mg tablets are dark orange. capsule shaped, tilm c_on_ged,
and imprinted with the serpt “Lilly” and “Darvoacet-N 307 on
one side of the tablet, using ~dible black ink. They are available

as follows:

Bottles of 100 (RxPak®)  NDC 7002-0351-02 (TA 1890

and imprinted with the seript "Lilly™ on vne «ude and

“Darvocnt-N 1007 on the nther side nf the tablet, using edible

hlack ink, They are avnilable as follows: |
Bottle of 100 tRxPak*'  NDC 0002-0363-02 1 TAI89
Bottles nf K00 NDC 0002.0163-03  TA 189D

1D+ 100 NDC n002.0363-13 ( TAIN9D)
LDt 500 NDC 1002-0363-43 : TA 1891
RN3 500 NDC 0002-0363-46 1 TA1893}

“XH FxPaka (preacrotion packaqes. L) have salety cosures.
*idenw-00sew tund dose medcaton. Lily).
tRevarse-rumbened package.
Store at controiled room temperature, 39° tn 36°F (157 to 30°C).
CAUTION—Federal 1USA) law prohibits dispensing without
prescription.
The following information, including description of dosage
forma and the maximum daily dosage of each, is avatlahle to
patients receiving Darvon products.

Darvocet-N® Tablets (No. 1393) are availaole in: I
The L0O mg tablets are dark orange, capsule shaped, 'iim coaled.

.| {Propoxvphene Naj

PROPOSED

Ir of A inophen Qverdosage

Acetaminophen in massive overdosage may cause hepatic toxicity in some patients. /n all cases of
suspected overdose, diately cail your regional poison center or the Rocky Mouniain Poison
Center’s toll-free number (800) 525-6115 for as n diagnosis and for dir in the use
of N-ucetvicysteine as an untidote.

In adults, hepatic toxicity has rarely been reported with acute overdoes of Tess than 10 g and fatalities
with less than 15 . [mponantly, young children seem to be more resistant than adults to the
hepatotoxic effect of an acetaminophen overdose. Despite this. the measures outlined below should
be initiated in any adult or pediatric pati d of having ingested an acetaminoph
overdose.

Because clinicat and laboratory evidence of hepatic toxicity may not be apparent unal 48 10 72 hours
postingestion, liver function studics should be obtained initiaily and repeated at 24-hour intervals.

Consider emptying the stomach promptly by lavage or by induction of emesis with syrup of ipecac.
Patients’ estimates of the quantity of a drug ingested are notoriously unreliable. Therefore, if an
ac inophen overdose is suspected, a serum 3 inophen assay shouid be obtained as early as
possible, but no sooner than 4 hours following ingestion. The antidote. N-acetyleysteine, should be
dmintistered as early as possible, and within 16 hours of the overdose ingestion for optimal results.
Following recovery, there are no residual, structural, or functional hepatic abnormalities.

ANIMAL TOXICOLOGY i
The acute lethal doses of the hydrochlaride and napsylate salts of propoxyphene were determined

in 4 species. The results shown in Figure 2 indicate that. on a molar basis, the napsylate salt is l_oss
toxic than the hydrochloride. This may be due to the relative insolubility and retarded absorption

of propoxyphene napsylate.

Figure 2
ACUTE ORAL TOXICITY OF PROPOXYPHENE

LD (mgkg) - SE

LD., (mmoik:
Propoxyphene Propoxyphene

Species Hvdrochloride Napsvlate
Mouse 82- 39 915 = 163
Rat 30z 647 = 95
0.61 i.14
Rabbit ca 32 >|83
0.22 >0.32
Dog ca 100 >183
0.27 >}.32

Some indication of the refative insolubility and retarded absorption of propoxyphene napsylate was
obtained by measuring plasma propoxyphene levels in 2 groups of 4 dogs following oral
administration of quimolar Joses of the 2 salts. As shown in Figure 3. the peak plasma
concentration observed with propoxyphene hydrochloride was much higher than that obtained after
adrmunistration of the napsylate salt.

Although none of the animals in this expenment died, 3 of the 4 Jogs given propoxyphene
hydrochloride exhibited convulsive seizures during the time interval corresponding to the peak
plasma leveis. The 4 animals recziving the napsytate salt were mildly ataxic but not acutely ill.

Plasma propoxyphene concentrations in dogs following large doses
of the hvdrochloride and napsylate salts.

Figure 3

¢

[Figure 3]

HOW SUPPLIED

Tate and_cetaminopnen | ablets Capsules L oe)
NContaininy .00 mg propoxyphene napsylate and 325 mg Acetammnophen)
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Patient Information Sh
YOUR PRESCRIPTION FOR A DARVON®) ‘m PATIENT INFORMATION
(PROPOXYPHENE) PRODUCT
et Summary
lH"\"‘ﬁTm‘JYEaﬂL‘i"i" Darvon are used to refieve pain.

oducts contaiming Propoxyphene are used [or the relief of mild to moderate pain. Products that
contain propoxyphene plus acetaminophen are prescribed for the refief of pain or pain associated
with fever.

T A n L TAKING
THIS DRUG. Mnke sure vour doctor knows if vou are taking

tranquilizers, sleep aids, antidepressants, antihistamines, or any

U:“l‘"" "i“lR! that make you sleepy. Combining propoxyphene with 2h J
e ;,’,”“,eﬁ d;“‘"» in exceasive doses is dangernus. Make sure vour doctor knows if you have ever had an allergic reaction 10 propoxyphene or
the drug Tects y;“;:_:‘;:’:;;;’;‘ ":"?‘::"_""‘_"t" ""l‘:l you see haw acetaminophen. The etfect of propoxvphene in pediatric patients under |2 has not been studied.
[?n not take more of the drug than _v"[’" 'll’l’(:;rnp::‘:c:l;‘v:: ;);;": Therefore, use of the drug in this age group is not recommended.
1;:;:‘:5'3‘:"“ ;Vgen patients h:ve taken prupoxyphene for a H Take Pro
1me at dosen greater than recommended, ow to ypoxXyphene
p“T,';\:x;;;::ef ;”I‘;:,'::net- Rives you more information about Follow your docior's directians exactly. Do not increase the amount vou take without your doctor’s
) ) o future use. ) approval. [f vou miss a dose of the drug, do not take twice as much the next time.
uts . Uses of Darvon
Prod containing Oarven are « th 5 ¢ i
erate pain. Products that contain r;’)‘nr\’n:h;‘;:;"-‘:.h:,::lm; Pregnancy
m"::':’l"‘m are preacnbed for the relief of pain or pain amocta Do not take propoxyphene during pregnancy unless vour doctor knows you are pregnant and
" specifically recommends its use. Cases of temporary dependence in the newborn have occurred
T tore T when the mother has :aken propoxyphene consistently in the weeks before defivery. As a general
“ake sure your knows 1t you have ever had an allergic ninciple. no drug should be taken duning pregnancy unless it is clearly necessary.
r?utlon t;pg:'mpoxyphona‘ aspirin. or acetaminophen. Some forma ? P % g pregnancy Y i
of propoxyphene products contain aspintn to help relieve the pum.
Your doctor should be advised if you have 4 history of ulcers or if GENERAL CAUTIONS
you are taking an anticongulant (“bload thinner™). The aspirin Heavy use of aicohol with propoxyphene is hazardous and may lead to overdosage sympioms see
may irritate the stamach lining and muy cause hleeding, particu- OVERDOSE beiow), THEREFORE, LIMIT YOUR INTAKE OF ALCOHOL 'WHILE TAKING
larty if an uicer i3 present. Alsn, hieeding may scour o vou are PROPOXYPHENE. ‘

cnuse an asthma attack. If you are one of these penple, be <ure
your drug does not contain aspirmn. Combinarions of excessive doses of propoxyphene, alcohol, and tranquilizers are dangerous. Make

mmy:"m“ é‘feg"‘T?;:WPrhvne in pediatric patients under 12 han sure your doctor knows if you are taking tranquillizers. sleep aids. antidepressant drugs,
studied. Therefore, use of the drug in this age group is antihistarnines, or any other drugs that make vou sleepy. The use of these drugs with propoxyphene

not recommended. : 3 . p :
Also, due to the posmble association between aspirin and Reye increases their sedative effects and mav lead 10 overdosage symptoms, including death (See

taking an anticoagulant. {n a smal! group of penpie. aspirin may @

Syndrome, those propuxyphene products contmining aspinn OVERDOSE below).
should not be given to childeen, including reenagers, with chicken
ﬁ':pg;ygfe:e";ﬂﬂmﬂ?ﬁf nt:;i:irfhy"ic‘"m The following Propoxyphene may cause drowsiness or impair your mental and/or physical abilites; theretare. use
Darvon® Compound-65 ( Propoxyphene Hydrochloride. Aspinn. caution when driving a vehicle or operating dangerous machinery. DO NOT perform any hazardous
L_qnd&aﬂ'uu; yUsp ! task until you have seen your response to this drug.
How to Take Darvon |-
Futlow vour doctof's directions exactly bn nnL icrense the Propoxyphene may increase the concentration i1t the body of medications. such as anticoagulants
iil",Z'L'}‘z l:::; rLRkEd(;v",:ot‘llk your doctor’s .:Ipprovul. If vou mian 2 (blood thinners™, antidepressants, or drugs used for epilepsy. The result may be excessive or
8, do not take twice an much rhe next time. adverse etfects of these medicaions. Make sure vour doctor knows if vou are taking any of these
Pregnancy medications.

Do not take pmpnxyphene during pregnancy unless vour doctor
knows vou are pregnant and specifically recommends 1ts use.

Cases of temporary dependence in the newhormn have nccurred DEPENDENCE

when the mother has taken propoxyphene consistently in the You can become dependent on propoxyphene if vou take it :n higher than recommended Jdoses over

:::a':(::rr:’: ddw‘;x - na rerd |pnn|cm|5' no drug <houid he a long period of time. Dependence is a feeling of need for the drug and 2 reefing that you cannot
& pregnancy unicas it ia clearly necessary. perform normally without it.

General Cautions
Heavy une of alcohol with propaxvphene is hazardoua and mav
lead to nverdosage symptoms ser “Dverdose” helow! THERE-
FORE. LIMIT YOIIR INTAKE OF ALCOHOI WHILE TAK-
ING PROPOXYPHENE.
(o inAtinns sxcesawe doses o g N ol, ; .
ombinatinns of excestve doses of pmpoxyphene. aiconol. and If the propoxyphene product containg acetaminophen. the overdosage symptoms include nausea.

tranquilizers are dangerous. Make sure vour dnctor knows if vou v ¢ -
are aking tranquilizers, sleep sida, ntidepressant f[rugs. anu- vomiting, lack of ippenite, and abdominal pain. Liver damage may occur sven anrter symptoms

histamines, or anv other drugs that make vou sleepy. The use of disappear. Death can occur days later.
these drugs with propoxyphene increases their sedative offects
and may lead to averdaosage iymptoms, including death izer

' jone or with other drugs. including alcohol. may cause weakness,

difficultly in breathing, confusion, anxiety, and more severe drowsiness and dizziness. Exireme
overdosage may lead to unconsciousness and Jeath.

“Overdnse” belnw)
Propaxyphene mav rause drow<iness or qupare vour mental In any suspected overdosage situation, contact your doctor or nearest hospital emergency room.
and/or physieal abilities: thercfore, 1se caution when driving 1 GET EMERGENCY HEL? (MMEDIATELY.
vehicle or nperating dangeraus machinery. DO NOT pertorm any
hazardous task until vou have seen vour responze to this deig, KEEP THIS DRUG AND ALL DRUGS OUT OF THE REACH OF CHILDREN

Propoxyphene may incrense the concentration in the bedv o med-
wentions, such 13 anticnagulants Chlood thinners™, antidepressants.

or drugs used for epiiepsy. The resuit may he excessive or dverse POSSIBLE SIDE EFFECTS

effects of these medications. Mike sure vour doctor knows if vou are When propoxyphene is taken as directed, side effects are nfrequent. Among those reported are

Laking any of these medicauons. drowsiness. dizziness, nausea. and vomiting, ([ these etfects occur, it may help 1 vou lie down and
. Dependence rest. Less frequenmtly reported side sffects are consnpation, abdominal pain. skin rashes.
You cin hecome dependent ~n propotyphene il voe take it lightheadedness, headache, weakness, hailucinations, minor visual disturbances. and feelings of

lugher than recommended dnses over a fang perind of time
Dependence is a feeling nf need for the drug and a feeling that

 elation or discomfort. [f side effects occur and concern vou, contact vour doctor.
vou cannot perform normally without it :

[ O————— o '] T - [-; | ] YL,

| _An_nverdose of DurvvnTunnc ar in combination vith sther

drugs. ncluding alcenal, mav causte weaknese Aifficulty ‘n 1 4
hreathing. confusion, anxicty, and maree spvere drowaimess and \! /

dizziness, Extreme nverdosage mav ‘ead lo unconscinisness and |
death. '
if the proposyphene praduct cont.ina acetaminaphen. the aver- !
dosage svmptoms include nausea, ~omiting, {ack of appetile. and !
abdominal pain. Liver damnge mav nccur even after symplams |
disappear. Death can nceur davs lacer.
When the pmpoxyphene product contamna asmnin. symptoms ot
taking ton much of the drug are headache, dizziness. nniing in
the cars, Jifficulty in hearing, dim vision. confusion. drowsiness,
aweating, thirst, rapid breathing, nausea, vomitind. and. i
occasionally, diarrhea.
In any suspected overdosage situution. contact vour doctor nr !

nearest hospital emergency room. GET EMERGENCY HELP

- CDIATELY. m

KEFEP THIS DRUG AND ALL DRUGS OUT OF THPT \
REACH OF THE PEDIATRIC POPULATION

Possibie Slde Effects

When propoxyphene 8 taken as directed. <ide offects are mfre-
quent. \umong thosa reported are drowsinesa, diznness, nausen. nd
vomiting. [f thens effects aceur, it may heip if you lie down and reat.

Less frequently reporied side effects are constipation. shdominal
pain. skin rashes, lighthended: hesdach k . hailucina-
tana, iminor visual disturbances, and feelings f elation or discomiort.

il side eifects nccur and concern you, contaet vour doctor.
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Qther Information OTHER INFORMATION

The safe and offective e of propoxyphene depends on vour The safe and effective use of propoxyphene depends on vour taking it exactly as directed. Thus «::ug
toking it exactly as dirccted. This drug has heen prescribed been prescribed spec resent condition. Do not give this drug 10 others
specifically for vou and your present condition. (o not mve this has P bed ifically forg:u ad ymi.\: ?or anv other reason
drug to others who may have similar symptoms. Do not use it for Y ' o who may have similar symptoms. Do not use y ’
any other reasnn. ;

If you would like more informatinn about propexyphene, sk If you would like more information about propoxyphene. and ask your doctor or pharmacist. They
vour ductor or pharmacist. They have a moare techmeal leailet have a more technical leatlet (professional labeling) you may read.

(professional labeling! vou may read. . v i .
a Selected Darvon Products Dosage Form: Tablets and Capsules
Dady
Dosage . ined.
% Dark !  DARVOCETN® 106 @ Shape, Color, aad Scoring: To be determ
Fim Coated Tabtiets bi ey ]
with Scrot “Liky™ on the one side  and Acetammophen Storage: Store at 15°-30"C (59°- 36°F).

and "Danvocet-N 100" on the Tatiets
oty Uz edibie Dieck ink

i i i i i 1 i it 1ld-resi losure.
Dispensing: [Dispense in a tight, light-resistant container with a child-resistant ¢
8 Puaraboke- Shaped Capsiies DARVON® COMPOUND-6S G

mpnnted wih Scrpt “Laly” Proparyphens Myarochionde.
and *3111° on the congue Asprn. and Calene

gy cap and "Darvon Comp 6537 Puivuies?

on (he opague red body,

usIy adible black ink

Manufactured by:
MIKART. INC.
anta. GA 30318

-] Paraboiic-Shaped Capsules DARVON™ @

Code 000000 I

(O




Differences between the proposed Mikart labeling for Propoxyphene Napsylate and
Acetaminophen Tablets/Capsules USP (100 MG/325 MG) and the approved insert labeling for
the reference listed drug, Darvocet-N (100 MG/650 MG), manufactured by Eli Lilly and

Company.

1. The reference listed drug insert is bar coded, while the proposed insert is not.

2. The reference listed drug states “PV 1517 AMP” at the beginning an at the end of the insert.
Mikart’s proposed insert has a “Code 000000” at the beginning an at the end of the proposed
insert.

3. The reference listed drug also states “Literature revised November 11, 1997”. The proposed
insert states “Rev.08/99”

4. The product name for the proposed drug product is Propoxyphene Napsylate and
Acetaminophen Tablets/Capsules USP (100 MG/325 MG). The reference listed drug
name is Darvocet-N 50 and Darvocet-N 100.

5. The reference listed drug insert addresses the mg and wmol dosage amounts for both active
ingredients in the Darvocet-N 50 and Darvocet-N 100. The proposed insert does not.

6. The proposed Mikart insert label contains the statement “Rx only” as required by the FDA
Modemnization Act of 1997. The reference listed drug insert does not contain this statement.

7. The proposed insert has the description, structure, chemical formula, and molecular weight
of acetaminophen. The reference listed drug insert does not contain these items.

8. Under ACTIONS, the reference listed drug insert reads “Darvocet-N 50 and Darvocet-N 100
provide the analgesic activity. . .” whereas, the proposed insert reads ‘“Propoxyphene
Napsylate and Acetaminophen Tablets/Capsules provide the analgesic activity. . .”

9. Under INDICATIONS, the reference listed drug states “These products. . .” whereas the
proposed insert states “This product. . .”

10.  Under DOSAGE AND ADMINISTRATION, the reference listed drug states “These
products. . .” whereas the proposed insert states “This product. . .”

11.  The dosage of acetaminophen is 650 mg in the reference listed drug, Darvocet-N 100. The
dosage of acetaminophen in the proposed product is 325 mg.

12.  The reference listed drug refers to Darvon. The proposed insert has replaced the word
“Darvon” with “Propoxyphene”.

13.  The reference listed drug insert addresses the inclusion of aspirin in Darvon and the

precautions and dangers regarding aspirin. The proposed insert does not address aspirin in
any way in that the proposed drug product only contains propoxyphene napsylate and
acetaminophen.



14.

15.

16.

17.

18.

19.

20.

21.

The reference listed drug insert states in the Overdose section “An overdose of Darvon. . .”
whereas the proposed insert states “An overdose of propoxyphene. . .”.

The reference listed drug insert states “KEEP THIS DRUG AND ALL DRUGS OUT OF
THE REACH OF THE PEDIATRIC POPULATION”. The proposed insert states “KEEP
THIS AND ALL DRUGS OUT OF THE REACH OF CHILDREN".

The reference listed drug contains a Selected Darvon Products section. The proposed insert
does not.

The proposed insert has a Dispensing section. The reference listed drug insert does not.

The reference listed drug insert reads “ELI LILLY AND COMPANY. . .” whereas the
proposed insert reads “Manufactured by: Mikart, Inc. . .”.

The reference listed drug contains Figures. For the purposes of this petition, the proposed
insert does not include such Figures; however, these Figures will be included in the final
labeling for the proposed drug product.

The reference listed drug states “©Eli Lilly and Company 1972, 1996”.

The reference listed drug insert has “PRINTED IN USA”. The proposed insert does not have
this statement.
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